The indications for searching mutations in BRCA1 gene are based mainly on clinical data, such as significant familial background and early onset breast cancer. However, such indications are limited in the clinical practice first because large families are rare in the Western world (1) and second because the mutation detection rates in populations now under study are lower than those previously expected (2) . Since breast cancers associated with BRCA1 mutations harbor specific morphologic features (3, 4) , it is anticipated that the use of morphologic parameters in combination or not with family history will help optimize the screening of BRCA1 germline mutations. Encouraging results were obtained in screening medullary breast cancers for BRCA1 mutations (1) .
In support of this view, Brown et al. (5) advocate for the use of steroid receptor status in the selection of case subjects for screening BRCA1 mutations. The authors consider that the absence of both estrogen receptors and progesterone receptors could be the most distinctive feature of breast cancers associated with BRCA1 mutations. We performed a multifactorial analysis incorporating steroid receptor status among several other parameters. Our results are in agreement with the proposal of Brown et al. about the importance of estrogen receptor negativity (ER(-)] in the BRCA1 germline mutation-associated phenotype (6), but progesterone receptor negativity appears to be of no further value in establishing BRCA1 status in the breast cancer we studied. Notwithstanding, other parameters associated with the estrogen receptor pathway may be used to improve the performance of genetic screening.
With this aim, we compared the expression of the estrogen-responsive gene pS2 (7) immunohistochemically by use of the P28O2 monoclonal antibody in breast cancer patients with BRCA1 mutations and in control individuals with sporadic cancers, according to the estrogen receptor status. Case patients (n ‫ס‬ 33) with a family history (hereditary cancers) and consecutive control patients (n ‫ס‬ 193) without a family history of breast cancer were selected from the records of the French Cooperative Network (3) and from our hospitalbased registry, respectively. Since mutations in BRCA1 and BRCA2 genes do not contribute to more than 5% of all breast cancers, the control patients were considered to have breast cancers predominantly of the sporadic type.
In our panel of 226 breast cancers, 95 (42.0%) were ER(-). Among those with the tumors that were both ER(−) and pS2 negative [pS2(−)], 23 (39.7%) of 58 had mutations in the BRCA1 gene (Table 1) . In contrast, among those with tumors that were ER(−) and pS2 positive (pS2(+)], only six (16.2%) of 37 had mutations in the BRCA1 gene (P ‫ס‬ .016; odds ratio ‫ס‬ 3.4 [95% confidence interval ‫ס‬ 1.1-10.8]). Consequently, among the ER(−) tumors, those that were also pS2(−) were more likely associated with a BRCA1 germline mutation than those that were pS2(+).
Our study is in agreement with that of Brown et al. with respect to the use of the estrogen receptor status of tumors to optimize identification of carriers of mutations in the BRCA1 gene. However, BRCA1 screening that uses estrogen receptor status only is not worthwhile (6) because of the low sensitivity and specificity and the large population to be tested (corresponding to about 10 000 and 50 000 case patients every year in France and in the United States, respectively). Additional parameters can be selected on the basis of pathophysiologic arguments (similar to the expression of pS2 gene used in this study), but other tumor-associated variables, such as circumscription, proliferation, or differentiation (4, 6) , may be considered as well in the multivariate analyses. In the clinical practice, there is a requirement for characterization of tumors with respect to these variables; this characterization will in turn guide the selection of appropriate variables for multivariate analyses. The definition of such an algorithm is often the result of the balance between the expected impact in terms of positive predictive value, the costeffectiveness ratio, and the inter-or intra-observer reproducibility of the parameters under study. Consequently, the most operational model in discriminating tumors associated with a BRCA1 mutation could differ from those defined on a theoretical basis only.
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